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(57) [gift] 

<7&®m&*m-£.ffi?f l - ;>iK^vc.v^ifiii^--c 

[X] -Ty r- I 1 e-G 1 y 
[X] i±ttfM*^«»L4U7iySS 



( i ) x-mtL&^Ti-vfr^i^Ti-vtmmtz 
-fct ( i ) 

-Ser-Arg-Y (I) 



9/27/08, EAST Version: 2.3.0.3 



( 2 ) 



mm^e-i 2828 9 



1 



[X] -Ty r- I le-Gly- 

ss* [x] im&t&fyfo&v>im&i%v>T$ymm 

[fft£ifl2] ^tS£\ rjyFn^^-ygtK. tT^n 10 

y @g , # ^tf* y * f-^f - y « c ^-ftLifiTS) h \mm 

SiOMWm 1 HtiE«^7-?- F'fSStt* fcti**)^ 

[ if *ii 3 ] s^±ftST" £ h mmmm/mmsv 
mmm 1 js*> s 2 iitiaa^^r^ fmm* t tz 

[0 0 0 1 ] 

im±.mmm ^m^n-^mmmti 20 

[0 0 0 2] 

* >mmm t m&m t m^izm 1 , * tamm 
vh 0 , «©*tt®e«t $m$ixi> . mm? < ? 
/mi oast^st § mmmxh & . 30 

[ 0 0 0 3 ] 7 -f 7"n*^y(i^ 1 iKflRtaw? 
u~-yy^m^Xm^flXi5 r ) (Koarnblihtt, A. 
R. et al., EMBO Journal, 4* 2519 (1985)) . 4H 1 
S»2 5 0KWdfy^rf-b*T*5Aili:»2 4 0K«0 

m&c3mm.-cvx>v7 a n^Ltz2mm&m 

Xfoh^ktfm^Mz^fiX^Z,* i^5S-y(co^ 
T^fe-f?*^ (Sasaki, M. et al . , Proc. Natl. Acad. 
Sci. USA. , 81sg, 935 (1987), Sasaki, M. etal., 
J. Biol. Chem., 262*, 17111 (1987)) (CtO^l 
immW^ilX^Z*, 5 5-y(iA, Bl,B2t 40 

[0004]^ LTfflMs^tttwwss^fi^gr 

iiAr g-Gl y-Asp (RGD) 3rSFy^7°^F 
T'S> Sit #l984*FK#S§ft3t ( Pierschbacher , M. 
D. et al., Nature 309*, 30(1984)) „ £&7S-y 
^W»S#gPf4t03TBd?lJ«i;Ty r - I le-Gly- 
Ser-Arg (YIGSR) Xmh£tlt^>3"<>7° 
f-YXhhZbhm^tlXV^h (Graf. J. etal., CJK50 



-Kit ( I ) 

Ser-Arg-Y (I) 
SKell 48*, 989 (1987) ) „ 

[0005] ifLt7^7'n^^^-y^5-y(i, ± 

lB3Tffi?i|£^LT««y*7^-fc»^t£ ;t(: 

yy. 7 a 7'j y^^fta^t tfe^tT«tte 

[0006];»J:3 i;fflMS*ttgaWt±^«^» 

mmmijmz%ztix^z>, mu$y 4 7u^r> 

W682**fc#. ^NHT-1-30'5%0^^#> WD 90/05036 A 
tit S Z b (c i 0 g W 1 1 1. ^7° f - F & S#:HM t## 

(wo 9o/ii297A^it) . RGD®im^i-&m«<vmw 

(ittfr^£^»mSI38*, 3149 (1989). «fBHT2 
-174797-f&#, #^¥3-118330-f&#, #ffl¥3-H833 
1^*, #W¥3-118398-f^, ^PBT3-118397-t^ 

m. vmvir-m-mv&w. wo 01/01331^. wo 01/0 

7 l2'«=r. UU ')1/1 551 5^='i- . Wll ')2/0()')')5S=T ) . H C, 

xwrnrnm^mm^- ( #^4-134096^ 

m) , RGDl^iJ&*tS^7^F&WfWJfflSiJfc 
LTfflV^^ (#M¥2-4716^&|g) . RGDEJiJSr 
*t 6 ^7°^- F S- Hjg ft L m S- MMS*M t LT ffl ^ 
S^ffi (ft^¥^ffi«m37*, 705 (1988)) , RG 

d s mm ^ttw u ^7"^- f ^ «c«jgffl A^J^ffiii 

ffllfc LXM^&Hm (#^6364-6217^^18) 

7°^ F^rt(cw»#vse&irts^7^ F^#jpt 

S i t J 0 Al«fgttJK U F b L X * fflt l> * 
^ (#HfW3-34996^fg) ^'M^frO^ 0 

[0007] Mt^ffi^. iiMS#ttga©(i^>iE»t 
pgjftsift^fcLTtftgsiiT^Ti^^ ffitai 
to-aosptTii , ^' y mmim « msmm^mfc 

Ittm? 4 7"n^7^y«»#SPf53TlS?iJ 
S F 'J ^.7-f F R G D ^'4±#tS t , K^WtaBffl 
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£3*rO^S (Science 238*, 467 (1986)) „ =t 
[00 08] L^L&a^RGD^Tf- 

a mxmim^tz * y axrt f . y 3x7" 

* F . S> S V « t E^iJ £ #t £ * 'J ^7°^ F * 
ffl^TX?>!iteff^M«-rS^ (Int. J. Biol. Macrom 
ol., 11*, 23 (1989). Hg, 11*, 226 (1989). Jpn. 
J. Cancer Res., 60*, 722, (1989). ^1^2-174798 

V ^ U ^7°^ F t ^ <? y yg^# U ^ 

Tf - F 3rff fiSt#fi t -f £ *° 'J ^7"f- F £ JgV vt #>Ik# 
Sfpffil-f*^ (=f#IFB-127742#£r$g) 

[0009]-^ 7 5-^S«aJS3TlE5iJto^ 
T t fcfWfffcftTfc *) . Y I G S Rffi?iJ£*Tri.^T 
f - r-'SNItt^Y I G S RgiM L IE?'J*#-tl> ^ U 3" ( *° 

y ) ^r^Yi^xmmm^ii'ym^mm-f^ 

m (WO 88/06039#I^. ttHS7-13919. ^ffiRt 

1^88-221982, 8fcW#frftJS®0278781^4H&. ftffl 20 
¥2-174798-t&$B, #iH¥3-2196-f&fg. Iwamoto, I. 
Science 238*, 1132 (1987) , Graf, J. Biochemistry 
26*, 6896 (1987). Mayumi, T. et al., Biochem. Bi 
ophys. Res. Commun., 174*, 1159 (1991). Mayumi, 
T. et al., Peptide chemistry 145 (1991). Tanaka, 
N.G. et al., Cancer Res., 51*, 903(1991). #SFP3 
-506039f£f8) , YI GSR^7°f-F£H5&fL;L£x 

(Nakajima A. et al., Polymer Journal 24*. 46 
5 (1992)) ffffii%tLX^&. ZtltotJS-y^vm 30 

[X] -Ty r- I 1 e-G 1 y 
.TitTyr, I le. Gly. Ser. Argil f- X 

<) l±D-ffc, L-ffe, 7*$ftWvf*rC£> J:V>j!j\ if 

[oo l 2] [X] (iSffit-§**s^iiffffit^ 

Asp SS&frf „ ^Glu, Asp fi^ft-ffl^VF 40 
[0 0 1 3] Yti-NRiR2£f?-f\ iiT'R'fcJ;^ 

r 2 ii*mm?tt:imm. 1 -4 cdt/f^/fs^ 

f a RJfciy'RW-T'^li^T^Tt IV^. m 

fcj&^U*. iWj-^Yfcl/Cti, -NH2. -N 
HCH3. -NHiCaHv. -N (CHs) 2 UPfJ 
Wt-NHCH 3 , -NHiC 3 H 7 

[0 0 14] *fft^fflV^ttS#«tt, a>Fn>f^^50 



-^ 3 y|t*^fv\ 5S-ynr^7°^F^*fflji 

(McKelvey, D. R.et al . , J. Protein Chem., 10*. 2 
65 (1991) ) „ 
[00 10] 

x ^ftS . LA 1 L^rs&s ^113 rffi?'J«$HMg*iStt^* 

mmizm-tifz^um&x^ ncoxn%< . 

« w^wstt ttitwzim L.^&h m^x-h^mm 
xvmmL^mvmm^it^m^^xmMm^fj^ 

WM%muz^tz, m->x*mcomi±. mm 
mmmmmmmimizimix^ 0 . 

ST^tKBTffi^s Mljffi^T^^SttOft v ^a^^.7°^ 

^ a m t -t 1 . *iibj u s t±ia^T^ f mm * ^ 

[00 11] 

( I ) T'^§ill>^7°f-F^4t«S^§^T^| J ifc 
ZtiBLk-tt ^.7°f - F * fc tt-t ^^±1 ^ ST S 

HRrt ( I ) 

-Ser-Arg-Y (I) 

>-KK. fcT;i-nyig. CM-Jffy (Tj/F^^^f- 
/Wff-y) <7)\i-mfrXfo&c\btfmU\ nyF'a 

>f b f &istsmcote&im<?) f 

y -y ^ X 4i ^SK^f*iS(CiS < ^ L T V ^ ^tt<7) © 

bus. w&tm. *?vywiM?>mm<7>m&z£')3>\t 

n>ff-y«EKA, B. C. D. EcoMttfr^ft-fS 

hi, *«cfflV^fiSrjyF'a^^y«(7)^S 
t LTl42000~200000cOKH&^(f 5 - t l>*\ 
if ^ LV^S«tEH(±2000-100000£?)ieBlT*l> , 
[0015] tT)VnyW\iN-T^i-)i7>vn*r$.y 
byiVtnyWbfrhtzh^^mXfoY) , nyFo^f 

r mmm mm. mzwmm><zjz<^ 
Lx^hi>cr>x*fo&„ tYfrnymmizmftwwm 
*>m%b'cvftmxsm&b Lxmmtixn y . «*a 
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h t> co zm\ *h i b & . * b r 

;l/oyl^flfc LT«i2000-500000tOtEH&*tfi» 
i fc tf-C# l> *\ If * t < (i^OO-lOOOOO^ffl-CJbS 

[0016] CM-^f-f y(±drf-y<7)l^*<5D 

•9 , C - 6 f5«7j<SS^'^;l/#'^ ^)Vm-CT)V5rlV 

S 1 ->4 ) te-^t i >3a9SLfc£*rc* "3 . ¥ 

i±c- 6 ®x®m&fe L/t^/p^^ 

lz£ <0*mm^-fi>cox\ Wft*1->iT)MVal? 

i 1 1 nne-rS) * . * fc c M-^f - y «o±*± 

<rt^T"# h . mL^T-Mkt&umt ix 
t>tih. *wmzm^^tmm%cm-*+ym 

T*.b LXli, 2000~500000«iGfflSr*(fS^t^T"^ 
lifi. H±L< ti2000M00000<9«ffl-C*a &Zb tfMt 

[0017] *ttftffl<?y<7l-}iimwz#&t& 
4*y<vm±, M%%ttJ*ytmzBfcix^xh£ 

mx-foh, mmtesmm. «t=, mm. y>K 

^«5r«lStoS. PISS, fLI^£oW«fcW 
is, SfefcTV^-'WJB, ^F'J^2Jb\ tfy^AJS 
&^W4ii^\ ytiEDS, BUS, ^HJ 

tJfij^btfX'^&c 

[0018] &lC*IM0^7°f- h'gSSflcfi^JtffiC-O 

^x mmt & o **Bjco^Tf - f i^*5±s * c^arc 

iix&^-TSi btfX-£h£)\ F§S£-£j£<^ 

t>wt u\ ^n-v^co^fsjfmb Lximtzmmt 
wmmwmmzmm ttz^r^ f 

mzmtxit. &^mmmm- f y^wMmv 

P. 207 (H*£fl^lL jmit^A) . s^^n 
BM& ■ *y^?fftf>fl# (T) P.641 (H*£fl#& 

[ o o 1 9 ] ttz^7'fvm^mmzi.-r>x^ti 
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.1 1 i> »rflgT* a . -t C *Jg|£#T* 5 ffillT/^ 

mzmzmTimTSismmzmms. mmz 

Wm&fto-ffiiT'hh. tfz [X] -Tyr-I 1 e 
-Gl ySSt S e r - A r gIS«K'7 7^ >" b 

mmLtz^b nmx'hh, ffiiir s ;m> h \ ^\mm. 

JtMfiA t « r /<7-f - H ^cOSSg t He j 

io lEa^^riS^^^^^ ^ 3@aatx-r s - 1 

1 -b Fo^f 

\y/f y ry"-/i-t Dcc^Mv^Dcc-AdditiveiS. 
[0 0 20] frii*«^i^ff(ifflMTv^«aao 

HF%m. h 'J 7Wn^ ^^/W?^l/f * r-y 

hhifi. ffiiia was t i ^ t j± § & t § * * 
wammM)*, ^n-v&tiznm&bmmi (A 

7 '5 7 <f - ft h \ Ai?Mr&?u~? h^yyj b'X' 
[002 1 ] ^7-f-H9tk^«**««f^S*i*ffif: 

30 **ffi(c ± o^;f^ y/mzimitcocoib^Ti- f & 

hL\b ifiX* %&»%)Vm y)vm It vSttl W- h^AbL 
TJ±. MyTy, BT^'K 5 F^ 

[0022] ifwm^r^ Ymmm-m: (.dt 

mtL<\il 0~3 0Mi%T"S)l> o 
[0 0 23] oS"t*%0J!«^r^-FfS2f#:<7)fffflSy' 

40 Wm'm.&'m.Xfohy S-y^rJTBSMTy r- I 1 e 
-G 1 y-Se r-A rgrfil. ^::fT?E*l|-2r /M T 

*QMS#ttsaMt mmmpetmbwt-th . 
/s*«a«#ttse® co r f * s w± r y y 
xhbtxm^^mm^i-i, t^hh^mm 
^n- Ymsmmmms±<r>y 5 -y^mmzim 

Sat. nnML ffi»I^&ffliht-^ 0 ZtAz^m 

mmzi. 0 . 0KMt#st--g>«iii^*»hv f y 
50 s- ± 0 asfl: l tz^m^<mmt,zm$k*%M lx 



9/27/08, EAST Version: 2.3.0.3 



(5) 



mm^e-i 2,3239 



8 



S, S^S, JftSM?./— V (muscleline melanom 
a) , m&mm^Wmm^')^ (epidermal line n 
euroblastoma x glioma). ~7 A 7X3-f)V3— 

Xfo (C^BJI^T-f FlS«*{±f J«^ff 

[0024] ifWR^y'f- nmikitzitZco&i. 

xmmi z t , mnwmtitttmmmt 

(Rowing Ion's Pharmacol! I ica] Sciences. Merck, Id, 

(1980)) ^m^tix^ixo^ 9a$>tix^&&?)& 

#t*iHaRSE. aSJHiSWiJt LTiOiS^h 'J^A* 
[00 2 5] : J ! S K Lli r I ift 

k) m-h^msmm-tzttfxtt. manumits. 
Mmmixmtmmib ixi> x<. *swio.ia 
gm&eomsmmiizmt Ltz^mmmit lx l 



[ 0 0 2 6 ] *HBJfcD^7-f-Ff8«tt i jffl^ 

-00.2 /zg/kgflsfij&>£>200 mg/kgttcSOiEHT'feS 

[0 0 27] mTHJffeMt^^T^BH^MtPffltl^ 
BJ-TSo ^T-fFSPt LT(±Tyr-Ile-Gly-Ser-Arg-NHiC 
3 H 7 MXf Asp-Tyr- 1 1 e-G 1 y-Ser- Ar g-NHCHa £ . ^#fSE t L 
TtiCM-^f-y. nyKn^f-yKKAXt/tTA-n 

[0 0 28] 

Mts \ *v^VyXi\,i£—i\, 

HOB t : l-b Hn^y^yy> y T y_;r, 

h 'J 7WnlB 



i PrzNEt 
DMF 
CD I 
TF A 
T F 1YI S A 
THF 
[ 0 0 2 9 ] 
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>-NH, DTFA/CHiCI. 

BocArg-OH * BocArg-NHiPr »• 

I DCC , HOBt t 2)BocSer(Bn)-OH 

Mts Mts 

CHiCI. , DMF CDI/DiF 



1 )TFA/CH,CI, 

BocSe r Arg-NHiPr *■ BocG I ySe r A rg-NH i P r 

I | 2)BocGly-0H I I 

Bn Mts Bn its 

CD I /DMF 

*M*2 4>n#a 



► Bocl leGlySerArg-NHiPr *■ 

2)Boclle-0H I I 2 )BocTyr(Bn)-OH 
Bn Its 

CD I /DMF CD I /DMF 



BocTyrlleGlySerArg-NHiPr 

| | | m-^UV-ii 

Bn Bn Mts j-^T-J- 



Tyr I leGlySerArg-NHiPr 

[0 0 3 0] 

mmm] 

mm&\ 1 Tyr-1 1 e-Gl y-Ser-Arg-NHi Cs H 7 O&Jft 
1 ) 

Boc-Arg(Mts)-OH (25.0 g, 55 ramol), -f V~7u\?)VT 40 
SV (3.25 g, 55 nunolh 1-tFn^f l/<yY h U TV 
-)V\W0fa (8.42 g, 55 mmol)£DMF (30 nl)&tflg 

itt+ws go mDco^mmmmL, mL%&t> 

DCC (11.3 g, 55mmol) ZMttl. KJEg£ft£*#T 
lBtP^ H^ffitT'#SL&^««L*:f^ -fc 

<»|gx^T"#KU W?x.ywmm. 5 % 



[0 0 3 1 ] 2) *r B 1(* 2(73^-1$ 

(29.0 g, 55 raraol) <nWC^W (70 ml) 

mmizhv y^nmm ao mi) ztut, em^» 

a*x— f/I^fefeftfb^^T h 'J 7/^nSS8S27.4 
g (97.4 2) fcfcfiBfcfcfcLTflfc. -U. Boc-Ser(B 
n)-0H (15.93 g, 54 nunol) SrDMF (30 ml) (C?§j!?U £ 
<0fc«0fc#JfrL£j&*£>CDI (8.76 g, 54 mmol) CODMF (6 

o mi) mmzunz-tz, 

Kia (27.4 g, 53.6 DUDoDt^'-f yrot^xf-^rs 

y (7.10 g, 55 mmoD^DMF (45 ml) mW&HUZ-tt, R 

mm^vx-miL . 1 h ?xyfg?§sL tawsw 
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*>msmsn u b m t -ti to* 2 zmm^ tbx3 
6.14 g mmm wz. 

FAB-MS: (M+H) + 675. 
[0 0 3 2] 3) TO*3«-£f£ 

TO]* 2 (36.14 g, 54 mmol) «M^fl/y (70 ml) 

m\mzv)y)v^uwm. ao mo ^tui. 

at^x-x/W^fe^fbS-frt F U 7/K-toi«J§33.2 
g (89.3 X) £*SMJ*fc Boc-Gly-OH 
(8.58 g, 49 mmol ) SrDMF (30 ml) fc&flPU >Ic04><D 

t*^t^*^CDI (7.95 g, 49 mmol)<7)DMF (60 ml) 

jiiSSJD^fc. KJ£^ft^*?^t^^l«fS«#L 

tz<n%, ismmzi. <on^tttz h y ywvwwmQ 

3.2 g, 48.3 mmoDt^M V7nt;PXf^7Sy (6.4 
6 g, 50 mmol) «DMF(50 ml) mRiMlt:. 

tozmr 2 mm. mzm&txm& Lii^MW 

i-tv-cmb. *, i m tzcymm. msm*. is 
m±fe*xim, fammi- f y ^-cuaiLfc^* 

EStlU gWfclTI>TO*3£4|M^ LT34.87 
g (98.8 I) Wz. 
FAB-MS: (M+H) + 732. 
[0 0 3 3] 4) TO*4<0^fiic 
TOJ*3 (34.8 g, 47.7 wo\)0)ffl&+Vy (80 ml) 
WmzYVymvW®. (80 ml) *Jn£, KM^ft 

SSrx-f ;W>fe*MWt;3-£T F U 7/F:togf«i&34.6 
g (97.4 £r*M&*fc LTflfc. — ^T. Boc-Ile-OH 
(10.9 g, 47 mmol) SrDMF (30 ml) t3M?U ,IO£><D 

£*&L&#£>CDI (7.62 g, 47 mmol) ODMF (60 ml) 

±.mmmz z. ^m^titz f y 

(34.6 g, 46.4 mmol) t i/A V7°Ptf;l^X^T5 > 
(6.33 g, 48 mmol)WDMF(50 mDJSjfc&Jll^fc. KJ5ftg 

xf/Kiiu lM^xyK^s, mms*.. & 
m-ki^vm.. mwmi~ f y ^^x-m&btzco^m. 
mmb, m>itti<pm&4mm^tbx3&.8 s 
(ssw) 

FAB-MS: (M+H) + 845. 
[0 0 34] 5) TO*5«-£f£ 
TO1*4 (38.8 g, 47.7 mmol) <7)tfrfb^Fy (60 m 
1) Sl(:b'j7WnPl (60 ml) fcjnx.* RJE8£ 

^^^ffl-c- 1 mmmn btz . wmrmm^^ b . 

8S£x--r/F^A,feF H lk£^T F 'J 7/F^ni«f£3 
8.1 g (95.6 %) &#Sfe^*t bXWz. Boc-Tyr 
(Bn)-OH (16.5 g, 44.4 mmol)£DMF (35 ml) 
L„ i^^fc^Lft^CDI (7.30 g, 45 mmol) CO 
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1 2 

dmf (so mi) %mm*.t:. ws&mimLiifi^ 
i msm btzcoib. nmrnz k y n^titz f y 7/f 

*uWffi& (38.1 g, 44.4 mmol) i: >M V7°OhVFX 
■f-^TSy (5.94 g, 46 mmoDcODMF (50 ml) 'MMiM 
Itz. RJ£ig^ft^*^T2Btr B l jg(=Si&aT#iBL 

ttt>mambt&^ mETmmit^btz* mm 

BKx*/i^BJSffiU TO* 5 

fifc LT36.51 g (75.0 I) fcfc. 
FAB-MS: (M+H) + 1098. 
10 [ 0 0 3 5 ] 6 ) Tyr- 1 1 e-G 1 y-Ser-Arg-NHi Cs Hv 

TO*5 (5.02 g, 4.6 mmol) £0b'J 7^0^® (20 

ml) Mc. Fy7/^n^?y^yl (12 g). 

f-jJ-T-V-ZP (10 ml). (8.7ml) . F 

y^Woftl (45 ml)*^*5S-&?»JK&*^U** J 
tJP/.. £& B t ^»;^TlWILt. fidGyS£ 
x-x/F (1000 ml) t«TLT30^Wo< ^IfffL 
. ifclS L fzWW* VZMtbX >J?mc07Mz bfrb. vS 
&%mwcDco^AtyxWi7v-?h7°yy (Tyrt 

-7 A MRA-400, OAc-S) taWCffS, SDftfSttL 
20 TSWt-tliTyr-Ile-Gly-Ser-Arg-NHiCsHv ■ 2»S 
^*fe^*fcLT3.0 g (86.4 
FAB-MS: (M+H)* 636, (M+Na) + 658. 
[0036] HSSM2 Tyr-Ile-Gly-Ser-Arg-NHiCaHv 

a*SCM-=sf^yc?)-&fig; 

■fef-/WtK50 Sc¥%^*50,000OCM-^^-y (5 
00 nig) £200 mWyWmm (40 ml, P H 7.4) tjSJff 
U i«fc<Z)(c*^L*3&«i!>*JStt*;^^5H (l- 
x^;p-3-(3->-'x^/i. r 5 jy°n\i)i)f}))/T?^J4 5 H, 
30 240 mg) O200 Wjyfflgfflm. (5 ml, pH 7.4) £ 

mm 1 tlBao^T'^L^Tyr-Ile-Gly-Ser-Arg-NH 
1C3H7 • 2 (1.3 g) «200 bmu ysafflfisa (1 

0 mi, p h 7.4) ttai. mM-smmTim, m 

tzmt?m b ^24^Jiff Lfe . OTF^ft^ 
*iAu-xmm (Xl?h7#T. ^ll^S3500) 

^m^xmmb^mcoi&^A&^m^xmmb. 

$ h \zmmilk b X Tyr- 1 1 e-G 1 y-Ser-Arg-NH i Cs H7 
CM-*K-y£590 mgfffc (ft^ftl ) „ T^mm 
40 ^g*^7°^FcO«A*«»23 Z(tt%) Xfo-> 
tz. 

[0037] HMM3 Tyr-Ile-Gly-Ser-Arg-NHiCsHv 

S25 , 0000 3 y F o >f f - y 

KKA (600 mg) £200 mMyyKSWS (40 ml, P H 7. 
4) t«»L. c.ff)hmz^L^h7mm)l^J 
■i 5 K (l-x^-3-(3-y,X^TSy7°nhVW^;l- 
5 F, 200mg) S0200 mMyygg|S»^ (5 ml, p 

h 7.4) zmz-tz„ &i®&^itm%y\.ymmtnbtz 

50 tO*>. Tyr-Ile-Gly-Ser-Arg-NHiCsHv ■ (950 
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mg) (7)200 mHV>mmmmWL (10 ml, P H 7.4) £Jn 

*s ^ 24H$HJf# L . RJfi^ft £ -fe/Pu-X jiff jb 
U^P^T, 4J-ffl^*3500) £ffl^Ti§ffiL* 

Tyr-I le-Gly-Ser-Arg-NHi C3H7 V Fn-f -fyfilK 

A £940 ngfifc (ft^rft2) . 7 5 /K#«f<9tel. ^ 
7°-+ F 7)?§A*f 2^34 X ( ) T* o . 
[00 38] mtfcffl 4 Tyr- 1 1 e-G 1 y-Ser-Arg-NHi C 3 H7 

Sm^-^fi25,000<Dh7^ny|g (lOOrag) £200 mM 

v>mmm (so mi, P H 7.4) mmi. 

#L£#&*S8tt;&/W^M 5 F (l-xf-;P~3-(3-^ 
■f-Zl/TSyrnt/W*/^^ 5 F, 200 mg) 7)200 m 
MUyKW^S (5 ml, P H 7.4) fcflllifc. £OE»& 
ft £7K?£T1 ■ 5B#rsWff L fcOfc , Tyr-I le-Gly-Ser-Arg 
-NHiCsHv ■ 2%m!& (900 mg) £0200 iNU^fiffiWS 
?« (10 ml, P H 7.4)£jH;t, KJtB®£4Sj £ 1 B$ 

ran, Htsisi-c-#at^^24H#r B wt^. kmi 

^ft£^n-x^jfH CW F7*"7. #B4HfM 
3500 ) £ fflv ^Tjff/f L*Kj^ffi^*R5W*£^H vC» 
S! , l X Tyr- 1 1 e-G 1 y-Ser-Arg-NHi Cs H 7 395 1 

7^nyK£l20 ngftfc (fc£fc3) . 75/»ittrtf> 

ir+wmxwittv x (**%) t-&-?£o 

[0 0 3 9] HM$J 5 Asp-Tyr-1 le-Gly-Ser-Arg-NHCH 

1 ) Boc-Arg(Mts)-NHCH3fD-£j& 

Boc-Arg(Mts)-0H (20.0 g, 44 mol) bp-- b 07 x 7- 
71/ (6.12 g, 44 mol)(ODMF (15 ml) WSWC^-^VV 
(15 ml) J§i«£7jC^t, -IfLtaCC (9.29 g,45 mol)£ 

L&tffe 6B#r«r Lfc&* F JF3I L T 4ijj8; L it ik 

mmntz . rf«£fiSfi^»sx^^T*^ i , 

^*>Sffilffi t Tfflp-- P n 7 x -/n;- r/P£# . 

iil£THF (100 ml) (C}§J}?U 40 % ^WSxM* 
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* (6 mi) zmixsim&ismzm&'cimmm.ftLtz* 

aWt-ri>Boc-Arg(Mts)-NHCH 3 £*fe©*i; LT19.4 g 
(94 I) Wz. FAB-MS: (M+H) + 470. 

[0040] 2 ) vxrmm i tiaao^atffiv\ b 0 

c-Arg(Mts)-NHCH 3 3!)^ffiiir 5 /i8S«£ JIiKN*Sgffl| 
tiffin LT^Tf- Fii£#3S Lfc . £f&fl*£^fi£ L£ 
C 7 ) *>Kf£tl . fill L T Asp-Tyr-1 1 e-Gl y-Ser-Arg-NHCIfe 

FAB-MS: (M+H) + 723. 

z ay^r^ Y%m\> >t mmm 2 izmmco^m^m > . a s 

P-Tyr-I le-Gly-Ser-Arg-NHCHs jifeC M-^-f y £#/i 
«i^l9% (SS%) T'$>o7> 0 

[004 1 ] HSSM6 Asp-Tyr-Ile-Gly-Ser-Arg-NHCH 

3 aas 3 y p o>f f - a <?)£i£ 

^<7°f- FS5£ L T Asp-Ty r- 1 1 e-G 1 y-Ser-Arg-NH CH3 £ , 

£:fltSS b Lxmm 3kNb3yKn^fyIlA^ 

I > . 3 (C^f. ) H >Asp-Tyr-l 1 e-G] y-Ser- 

Arg-NHClfe 5iMrj y F f - y « A £ f#£ ( ^b-^ft 

5) . Tijmftffimm. ^Tj-vcomAmzmi % 

(SM%) Th-ofz. 

[0042] mmm7 #>it&mmfcmtim 

tBK^rf - btmW&t/^mb LTTyr-Ile-Gly- 
Ser-Arg-NH 2 S.^'^^¥3-2196^fStC|Efi^Ac-Tyr-1 1 
e-Gly-Ser-Arg-NH 2 £fflV^ . ifL^<7J^.7°-f FI^W* 

# « ioooju gk ^ff fclcB^twaiv ^'y i> B16-B 

L67 7 7--7$E3Sa ( ^iciMMlIO cD5 x 10*)£#«PB 
S0.2mlPfTiFE^-L . -fc7)0.2 ml £ 1 P 5 Ec?)C57BL/6« 

ttivxizmmmt iti. ^mmmz^x^b 

13. BgiJt, W(c|Sf|L^ffi«an--a£ffiILT*t 
[0043] 



W±SD (teH 



pbs (*soa) 


177+28 


(138-222) 




17+9 


(7-27)** 


ib-^ft2 


42+8 


(33-53)** 


lt^*3 


61+20 


(39-91)** 


^^*4 


54+21 


(27-73)** 




69 + 11 


(58-85)** 


Tyr-I le-Gly-Ser-Arg-NH2 


183+28 


(136-209) 


Ac -Tyr- 1 1 e-G 1 y-Ser-Arg-NH 2 


106 + 12 


(89-118)* 
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[0 044] ^SS^ffl&MO. ifWm^r^Y 

[oo45] txtimmz x ttm&meirmmi, 
mxh i * t am $> i . * l t * « ± o s^ss* 
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[0046] 

*). mmtixmimm^h^xh^ 



imm&mffiKmft±M5TB 3-2 
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